Although no evidence of disease activity (NEDA) permits evaluation of response to treatment in the systematic follow-up of patients with multiple sclerosis (MS), its ability to accomplish detection of surreptitious activity of disease is limited, thus being unable to prevent patients from falling into a non-reversible progressive phase of disease. A protocol of evaluation based on the use of validated biomarkers that is conducted at an early stage of disease would permit the capture of abnormal neuroimmunological phenomena and lead towards intervention with modifying therapy before tissue damage has been reached.
Introduction
Immunomodulatory therapies used in the treatment of patients with the clinical isolated syndrome (CIS) of multiple sclerosis (MS) and early relapsing remitting multiple sclerosis (RRMS), as well as the autologous hematopoietic stem cell transplant (aHSCT) used in the treatment of the catastrophic form of the disease, have accomplished a reduction in clinical relapses, a halting in progression toward neurological disability and have demonstrated a reduction of disease activity in MRI scans. This progress has led to the emergence of the 'no evidence of disease activity' (NEDA) composite which evaluates the response to these therapies in clinical studies, but its systematic application and utility in the clinical setting have not been established 1 . NEDA could be considered not only a goal of therapy, but also as an indicator of prognosis and a tool that measures the effect of the medication currently being used 2 . We propose a more aggressive approach that challenges the current application of NEDA.
Fragility of the NEDA composite
In a cohort of 219 patients with either CIS or RRMS, 60 of 218 (27.5%) maintained NEDA status at 2 years, whereas only 17 of 216 (7.9%) had NEDA at 7 years. NEDA status at 2 years had a positive predictive value of 78.3% for no progression of disease at 7 years, demonstrating that it may be optimal in terms of prognostic value in the long term 1 . This study disclosed a dissociation between clinical and MRI-followed disease activity, with a more prevalent loss of NEDA status determined by MRI changes at onset, followed by clinical relapses without presence of new lesions or changes in the previously existing lesions at later stages. The loss of NEDA status due to changes in expanded disability status scale (EDSS), which is a method of rating impairment in neurological functions excluding cognition, was infrequent 1 . These findings support a decrement in the inflammatory activity of disease as duration of disease increases, and the possibility of recruitment of additional neuronal pathways and/or a cortical remodeling that could compensate for the loss of function 3 . Also, cognitive impairment may affect more than 82% of the patients with MS from early stages of the disease, affecting cognitive performance and quality of life 3 . Damasceno et al. proposed that NEDA should also take into consideration other important measures of the patients' neurological condition, such as their cognitive status and the volumetric analysis of the brain, converting NEDA into a completely effective tool for therapy evaluation. In their cohort of 42 patients with RRMS treated either with beta-interferon or glatiramer acetate, NEDA status was accomplished in only 30.8% of patients, with worsening of more than two cognitive domains in 58.3% of the NEDA group, and with evidence of cortical thinning and higher thalamus volume decrease in patients with MRI activity 4 . Studies using drugs known to produce a better therapeutic effect in multiple sclerosis, such as natalizumab and alemtuzumab, have disclosed loss of the NEDA status after 2 years of initiation of therapy in 37% and 39% of the treated patients, respectively 4 . Currently, aHSCT is the only therapeutic approach that has accomplished NEDA status after 3 years in 75% of patients 5 . Giovannoni has recently discussed the adaptation of NEDA to the type of the therapeutic regime, and has considered three scenarios. These include a) no treatment, b) maintenance/escalation of disease-modifying therapy, and c) use of induction therapies (such as alemtuzumab, cladribine and aHSCT) establishing a baseline according to the pharmacodynamics of each drug available 2 . Although progression of disease, which reflects the neurode generative component of MS, is expected to be reflected by the EDSS score in the actual concept of NEDA, evidence has shown that the T25FW (timed 25-foot walk) test gave better documentation of clinical progression 1 . Considering the use of NEDA, Dadalti Fragoso discussed the difficulties encountered when using EDSS to objectively document patient functionality in different areas. Clinical manifestations such as fatigue or sensitivity to heat are not considered, there is an inconvenient variability among evaluators with differences up to 2.0 points for EDSS and 3.0 points for functional system evaluation, and there is the disadvantage of having the patient, and not the evaluator, reporting the ability to walk 500 m or 300 meters 6 . These studies have shown that, in a high percentage of patients, activity of disease was present at baseline and could not be detected by NEDA thus resulting in a delayed therapeutic intervention and irreparable damage of the central nervous system (CNS).
Background activity beyond the surveillance of NEDA
The term 'minimal evident disease activity' (MEDA) has been applied to MS patients who have been apparently stable in comparison to patients with higher level of activity in the short to intermediate term 2 . Thus, beyond documenting NEDA we mostly need to achieve documentation of the unnoticed surreptitious activity of disease which remains despite treatment. The determination of biomarkers of inflammation and neurodegeneration in body fluids, combined with the use of non-conventional MRI with the ability to detect changes in the normal appearing brain tissue, could assist in the detection of a sequence of cellular and molecular events, inside and out of the CNS, that occur before fulfilling the current definition of NEDA composite. Multiple biomarkers have been identified in MS, but their validation and clinical application have not been established 7, 8 . Teunissen recently discussed the use of biomarkers for MS such as N-acetylaspartate (representing mitochondrial dysfunction and/or neuro-axonal loss), chitinase 3 likeprotein 1 (meaning reactive astrogliosis and microglial activity), neurofilament light chain (related to axonal loss) and glial fibrillary acidic protein (representing astrocytic cytoskeleton injury). They have been validated in at least two independent cohorts, and evaluation of their expression could be a useful tool at the time of diagnosis of MS, and during follow-up after the administration of disease modifying therapy 9 .
Bonnan et al. have recently suggested that NEDA cannot predict sustained remission or complete recovery of disease, and proposed a 'disease free status score' be established, based on whether or not there is biological activity of disease, by measuring the level of biomarkers in CSF 10 . Taking into consideration that, at present, there are no therapeutic agents available that would be able to offer a cure for MS, a disease free status score could create confusion on top of becoming a non-realistic concept. We support the concept that the methodology used to determine the stage of disease should be based on the measuring of the level of biomarkers involved in the inflammatory and neurodegenerative events of disease, not only by CSF analysis but also with non-invasive available tools such as PET-CT and non-conventional MRI to evaluate the normal appearing brain tissue [11] [12] [13] [14] [15] [16] .
Goals and conclusion
In the systematic evaluation of the patient with MS, the primary goal should be the monitoring of evidence of disease control with biomarkers in order to:
1. Prevent clinical relapses 2. Confirm absence of changes suggestive of progression of the disease in pre-existing lesions, including checking for presence of new lesions or atrophy detected by MRI; and
Prevent progression toward disability
By supporting a pro-active management of disease, avoiding brain tissue injury instead of controlling existing inflammation and/or neurodegeneration, this approach is promoting a personalized management of disease 17 .
Early treatment of patients with CIS has led to the identification of a therapeutic window that, with current interventions, would be able to slow down progression toward higher scores in EDSS evaluation 3 . Taking into consideration the recent significant attention given to novel monoclonal antibody therapies (including alemtuzumab, rituximab, ocrelizumab, daclizumab)
18-21 and stem cell therapies (aHSCT) 22 , our most immediate goal should involve searching for strategic interventions to control both inflammation and neurodegeneration, hopefully reaching a stage of prolonged remission in selected patients. Taking into consideration that NEDA status is currently able to switch on red flags only when tissue damage has already occurred in the CNS, we believe that 'evidence of disease control' will be accomplished through a better defined, convincing and more realistic monitoring of validated biomarkers. ACL and CAM equally contributed to the study concept and to drafting and critically revising the manuscript. Both ACL and CAM agreed to the final content of the manuscript.
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The authors consider the limitations of using EDSS scores as a marker of clinical progression, to which could perhaps be added the difficulties determining if an episode of symptoms is due to inflammation (Tallantyre 2015 ) They also highlight that MRI measures of lesion accrual or brain atrophy may still et al. overlook clinically relevant disease activity, and that fluid biomarkers may also provide relevant indicators of evolving pathology.
On reviewing the work of Rotstein (2015) the authors note that 'loss of NEDA status due to changes et al. in expanded disability status scale (EDSS), which is a method of rating impairment in neurological functions excluding cognition, was infrequent.' While less frequent than relapses, the figures for people with established MS shown in Table 2 (if I have read these correctly) suggest that by 7 years about 20% of those with evidence of clinical activity had progression without relapses (74% had evidence of either progression or relapse, 59% had had a relapse, implying that 15% had progression without a relapse).
The authors 'support the concept that the methodology used to determine the stage of disease should be based on the measuring of the level of biomarkers involved in the inflammatory and neurodegenerative events of disease'. This touches on an interesting line of thought on differentiating MS subtypes, which clinically can be difficult (and I am not aware of any biomarkers that substantially improve on this on a person-by-person basis), and how this relates to definitions of NEDA or ongoing clinically relevant disease activity. With regard to clinical outcomes, while NEDA definitions include both relapses and disability progression, the two may not be closely linked (Vukusic and Confavreux 2007 ). As such, predictors of the risk of future relapses and risk of non-relapse associated progression may differ, and similarly composite scores designed to predict these outcomes may not necessarily be the same, or applicable to all MS subtypes equally. It would be interesting to hear more of the authors' thoughts on this. In the abstract, the authors state that 'A protocol of evaluation based on the use of validated biomarkers that is conducted at an early stage of disease would permit the capture of abnormal neuroimmunological phenomena and lead towards intervention with modifying therapy before tissue damage has been reached.' However, there are perhaps some qualifications to this if a biomarker protocol is going to be useful in clinical practice, for example that the biomarkers used need to be (alone or in combination) reliable markers of disease activity at the level of individual people with MS, and that the pathological processes they reflect can be effectively targeted by treatments.
This opinion article deals with a highly relevant topic, the validity of the concept of no evidence for disease activity "NEDA" in multiple sclerosis. Prevention of disease progression may possibly be achieved in patients, when treatment completely blocks ongoing disease activity and NEDA has been suggested as a tool to check, whether this is achieved in individual patients. However, clinical detection of disease activity, as suggested in the NEDA concept is far from being complete. Thus, this opinion article suggests to supplement current NEDA criteria with additional para-clinical markers. Such potential biomarkers are non-conventional new MRI sequences, magnetic resonance spectroscopy (N-acetyl aspartate) for evaluation of mitochondrial injury and biochemical markers such as chitinase 3, neurofilament or glial fibrillary acidic protein in the cerebrospinal fluid. Whether these additional markers will increase the reliability of NEDA criteria, will have to be established in prospective clinical studies. However, so far none of them are perfect para-clinical predictors of disease activity and currently no tools are available to monitor major pathological substrates of disease progression in MS, such as for instance the dynamic development of demyelinating lesions in the cortex, the expansion of pre-existing white matter lesions or the presence of more subtle changes within the normal appearing white and grey matter of the MS brain. I have read this submission. I believe that I have an appropriate level of expertise to confirm that it is of an acceptable scientific standard.
